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EDITORIAL COMMENT

Primary Atherosclerotic Cardiovascular

Disease Prevention

®

Optimally Active, Agile, and Accountable*

Laurence S. Spetling, MD,*" Vardhmaan Jain, MD,*® Alexander C. Razavi, MD, MPH, PuD*"

therosclerotic cardiovascular disease (ASCVD)

affects 24 million adults (1 in every 10) in the

United States."” Low-density lipoprotein
cholesterol (LDL-C) is a main causal risk factor for
ASCVD, such that there is an estimated 22% relative
risk reduction of ASCVD events for every 39 mg/dL
LDL-C lowering with statin therapy.® Statins remain
the foundation of ASCVD prevention and likely confer
pleiotropic effects beyond lipid-lowering.* Nonethe-
less, challenges remain with respect to the optimal
implementation of guideline-directed approaches to
statin initiation.”

The 2018 Guideline on the Management of Blood
Cholesterol provides a Class I recommendation for
the initiation of statin therapy for primary preven-
tion in adults aged 40 to 75 years with type 2 dia-
betes or LDL-C =190 mg/dL as well as those with an
intermediate risk (7.5-20%), or high risk (=20%)
based on the Pooled Cohort Equations (PCE) risk
calculator.® Among select adults with a borderline
risk (5-7.5%) or all adults with an intermediate risk
(7.5%-20%), there is a Class Ila recommendation to
measure coronary artery calcium (CAC) to facilitate
clinician-patient risk discussions regarding consid-
eration of statin therapy for primary prevention.®”
Measurement of CAC has been shown to help
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reclassify risk and better identify those most likely
to derive net clinical benefit from statin therapy, as
the 10-year number needed to treat to prevent 1
ASCVD event is more than 2-fold lower for statin-
eligible candidates with incident CAC vs long-term
absence of CAC.®

The CorCal (Effectiveness of a Proactive Cardio-
vascular Primary Prevention Strategy, With or
Without the Use of Coronary Calcium Screening, in
Preventing Future Major Adverse Cardiac Events)
trial was an investigator-initiated study conducted in
the Intermountain Health system to: 1) compare 2
primary risk assessment strategies for statin selection
(based on PCE or CAC scoring); and 2) compare an
active approach (ie, using either of these 2 strategies)
to a passive approach to statin prescription (usual
care).” The current study by Anderson et al'® sum-
marizes the results of the second overarching objec-
tive. The CorCal trial enrolled participants aged 50 to
85 in the Intermountain Health system who were
identified to be at-risk for ASCVD as determined from
review of electronic medical records. A random sam-
ple of 3,770 patients were invited by mail, of which
601 gave informed consent (considered to be the
active group to receive statin therapy guided by PCE
or CAC scoring) and were compared to the group who
were invited but did not respond/did not consent
(n = 3,169, considered to be the passive group). The
investigators noted that the active and passive group
were comparable in the baseline characteristics
except for a higher prevalence of smoking in the
passive arm (14.5% vs 11%). Over a median follow-up
of 2.85 years, 25% of the active group were taking
statins compared with 10% of the passive group. The
active group also had a higher number of lipid panel
checks with lower total cholesterol and LDL-C values
at the end of the follow-up period (187 mg/dL vs
197 mg/dL; 109 mg/dL vs 117 mg/dL). There were no
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FIGURE 1 Active, Agile, and Accountable Approach to ASCVD Risk Assessment and Prevention
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differences in other lipid parameters or ASCVD events
between the 2 groups.

Anderson et al should be congratulated for their
recent study, which will enrich evidence that sup-
ports the utilization of community- and electronic
medical record-based efforts for the implementation
of evidence-based pharmacotherapy for primary
ASCVD prevention. Prospective follow-up and a
guideline-centered approach for statin initiation are
the main strengths of the current study. Additionally,
the CorCal investigational protocol is relatively novel,
as the sequence of 10-year ASCVD risk calculation and
CAC scoring was synergistic as opposed to algo-
rithmic. Current guidelines provide a Class I recom-
mendation for the routine calculation of 10-year risk
with the PCE risk estimator followed by identification
of risk enhancing factors for adults aged 40 to
75 years'' and do not recommend the utilization of
CAC scanning unless the calculated 10-year risk is
between 5% to 20%. However, select adults may still
benefit from measurement of CAC to help guide statin
eligibility and initiation."

We acknowledge and agree with the main limita-
tions brought forth by the authors, including an
observational study design (no randomization be-
tween statin arms), a lack of diversity in the sample
(>95% White), and a short duration of median follow-
up (<3 years). These 3 latter limitations make the
results prone to residual confounding, prevent larger
generalizability, and create statistical power

concerns. For example, the authors did not perform
multivariable modeling to estimate relative risks for:
1) independent variables associated with an active vs
passive statin initiation approach; and/or 2) active vs
passive statin initiation and the incidence ASCVD
events.

Patients included in the current investigation
importantly had an established relationship with
their physician, which supports the core concept of
shared decision-making.'>** Implementation of pri-
mary prevention pharmacotherapies may be
improved upon by broadening patient reach. Recent
work has shown that implementation of a standard-
ized remote hypercholesterolemia management pro-
gram including education and medication titration is
associated with higher magnitude reductions in LDL-
cholesterol when compared to education alone.'*
Integration of remote management may be helpful
in the setting of the CorCal trial given the large per-
centage of individuals (84%) in the passive study
group declined or did not respond to the letter of
invitation. Remote monitoring’> may improve un-
derstanding the systems-related challenges, in addi-
tion to barriers underlying the high proportion of
individuals who did not participate in the active
statin initiation group. While the authors did not
comment on this finding in the discussion, concerns
related to trust in the medical system, impact of social
determinants of health, and variable health care lit-
eracy may be contributory factors.'® Affordability of
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medications in this study should not be a major bar-
rier preventing the initiation of statins given the
widespread availability of generic options.

An approach to primary ASCVD prevention should
optimally be active, agile, and accountable (Figure 1).
An active strategy for the initiation of primary pre-
vention pharmacotherapy, whereas agility is impor-
tant to incorporate shared decision making and social
determinants of health within risk assessment.
Finally, accountability and standardization of routine
measurement of ASCVD risk is needed to guide timely
initiation of preventive therapies. The current study
by investigators at Intermountain Health highlights
theses 3 As: an active, agile, and accountable
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approach to help to build the bridge of risk assess-
ment and primary ASCVD prevention.

FUNDING SUPPORT AND AUTHOR DISCLOSURES

The authors have reported that they have no relationships relevant to
the contents of this paper to disclose.

ADDRESS FOR CORRESPONDENCE: Dr Laurence S.
Sperling, Hubert Department of Global Health, Emory
Center for Heart Disease Prevention, Rollins School of
Public Health at Emory University, 1605 Chantilly
Drive NE, Atlanta, Georgia 30324, USA. E-mail:
Isperli@emory.edu.

REFERENCES

1. Gu J, Sanchez R, Chauhan A, Fazio S, Wong N.
Lipid treatment status and goal attainment among
patients with atherosclerotic cardiovascular dis-
ease in the United States: a 2019 update. Am J
Prev Cardiol. 2022;10:100336.

2. Roth GA, Mensah GA, Johnson CO, et al. Global
burden of cardiovascular diseases and risk factors,
1990-2019: update from the GBD 2019 study.
J Am Coll Cardiol. 2020;76:2982-3021.

3. Mihaylova B, Emberson J, Blackwell L, et al. The
effects of lowering LDL cholesterol with statin
therapy in people at low risk of vascular disease:
meta-analysis of individual data from 27 rando-
mised trials. Lancet. 2012;380:581-590.

4. Razavi AC, Mehta A, Sperling LS. Statin
therapy for the primary prevention of cardiovas-
cular disease: pros. Atherosclerosis. 2022;356:

41-45,

5. Thompson-Paul AM, Gillespie C, Wall HK,
Loustalot F, Sperling L, Hong Y. Recommended
and observed statin use among U.S. Adults - Na-
tional Health and Nutrition Examination Survey,
2011-2018. J Clin Lipidol. 2023;17:225-235.

6. Grundy SM, Stone NJ, Bailey AL, et al. 2018
AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/

APhA/ASPC/NLA/PCNA guideline on the manage-
ment of blood cholesterol. J Am Coll Cardiol.
2019;139:e1082-e1143.

7. Lloyd-Jones DM, Braun LT, Ndumele CE, et al.
Use of risk assessment tools to guide decision-
making in the primary prevention of atheroscle-
rotic cardiovascular disease. J Am Coll Cardiol.
2019;73:3153-3167.

8. Razavi AC, Kelly TN, Budoff MJ, et al. Athero-
sclerotic cardiovascular disease events among
statin eligible individuals with and without long-
term healthy arterial aging. Atherosclerosis.
2021;326:56-62.

9. Muhlestein JB, Knowlton KU, Le VT, et al.
Coronary artery calcium versus pooled Cohort
Equations score for primary prevention guidance:
randomized feasibility trial. J Am Coll Cardiol Img.
2022;15:843-855.

10. Anderson JL, Knowlton KU, May HT, et al.
Impact of active vs passive statin selection for
primary prevention: the CorCal Vanguard trial.
JACC: Adv. 2023;2(10):100676.

11. Arnett DK, Blumenthal RS, Albert MA, et al.
2019 ACC/AHA guideline on the primary preven-

tion of cardiovascular disease. J Am Coll Cardiol.
2019;74:e177-e232.

12. Dzaye O, Razavi AC, Dardari ZA, et al. Modeling
the recommended age for initiating coronary ar-
tery calcium testing among at-risk young adults.
J Am Coll Cardiol. 2021;78:561-S62.

13. Martin SS, Sperling LS, Blaha MJ, et al. Clini-
cian-patient risk discussion for atherosclerotic
cardiovascular disease prevention. J Am Coll Car-
diol. 2015;65:1361-1368.

14. Blood AJ, Cannon CP, Gordon WJ, et al. Re-
sults of a remotely delivered hypertension and
lipid program in more than 10000 patients across
a diverse health care network. JAMA Cardiol.
2023;8:12-21.

15. Sperling LS. The future of cardiovascular pre-
vention: unprecedented times.  Circulation.
2020;141:1946-1947.

16. Schultz WM, Kelli HM, Lisko JC, et al. Socio-
economic status and cardiovascular outcomes:
challenges and interventions.  Circulation.
2018;137:2166-2178.

KEY WORDS cardiovascular disease, coronary
artery calcium, primary prevention, statin


mailto:lsperli@emory.edu
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref1
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref1
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref1
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref1
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref1
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref2
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref2
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref2
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref2
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref3
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref3
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref3
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref3
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref3
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref4
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref4
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref4
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref4
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref5
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref5
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref5
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref5
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref5
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref6
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref6
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref6
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref6
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref6
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref7
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref7
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref7
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref7
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref7
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref8
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref8
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref8
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref8
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref8
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref9
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref9
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref9
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref9
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref9
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref10
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref10
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref10
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref10
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref11
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref11
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref11
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref11
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref12
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref12
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref12
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref12
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref13
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref13
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref13
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref13
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref14
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref14
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref14
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref14
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref14
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref15
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref15
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref15
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref16
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref16
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref16
http://refhub.elsevier.com/S2772-963X(23)00672-5/sref16

	Primary Atherosclerotic Cardiovascular Disease Prevention
	Funding support and author disclosures
	References


